We report the laser-polarized 129 Xe and 1 H NMR spectra of a series of cryptophane derivatives that differ only by the number of methoxy groups attached on their benzene rings and the arrangement syn or anti of the linkers (compounds 6a-s, 9a-s, 12a-s). All these compounds bind xenon even though the characteristic signal of the gas encapsulated in the cavity of the cage-molecule cannot be always detected. Interestingly, the exchange dynamics of xenon strongly depends on the degree of substitution and is different from that of the cryptophane derivatives studied previously. In solution, the 1 H NMR spectra of these derivatives show the presence of different conformations in a slow exchange regime that can be explained by a decrease of the flexibility of their skeleton. Thanks to 129 Xe-1 H dipolar cross-relaxation (SPINOE) spectra we demonstrate that a single conformation present in solution can bind xenon.
Introduction
Xenon is known to show good affinity for organic structures such as the hydrophobic pockets of proteins or hollow organic compounds capable of accommodating substrates in their cavities. [1] [2] [3] [4] For instance, it has been reported that xenon presents a good affinity for cryptophane-A (1), a synthetic organic compound with a roughly spherical cavity. [5] Since this discovery, numerous xenoncryptophane complexes have been thoroughly studied in organic or aqueous solution.
[6] These supramolecular complexes also bring attention of the scientific community as they can be used for 129 Xe NMR-based biosensing applications. [7] The remarkable properties of these complexes mainly arise from the high receptiveness of the xenon nuclear spin, which is able to detect subtle changes in its surrounding environment. [8] Thus, when xenon is bound to a host molecule, the magnetic properties of its nucleus are modified resulting in a specific 129 Xe NMR signature for this complex. The possibility to modify the host structure in order to graft a biological site that can specifically recognize a biological target represents another advantage for these systems. [9] From a more fundamental point of view, 129 Xe NMR spectroscopy appears as the tool of choice for studying cryptophane derivatives with small cavities. For instance, the xenon atom present within the cavity of cryptophane-A congeners shows a chemical shift significantly modified with respect to that of xenon present in the bulk. As an example, in 1,1,2,2-tetrachloroethane-d2 the 129 Xe NMR spectrum of the Xe@cryptophane-A complex shows a chemical shift difference of 160 ppm between xenon in solution and xenon trapped into the cryptophane cavity. [5] The highly polarizable electron cloud of the xenon atom and the shielding of the six aromatic rings are responsible for this shift. Small changes in the structure of these derivatives can also have an impact on the physical properties of the complexes with xenon. For instance, a reduction of the volume of the cavity can modify both the association constant of the complex and the in-out exchange dynamics of xenon. As an example, the 129 Xe NMR spectrum of xenon with cryptophane-111, one of the smallest cryptophanes, gives rise to a very sharp signal at 30 ppm in 1,1,2,2-tetrachloroethane-d2. This chemical shift differs significantly from the one obtained for the Xe@cryptophane-A complex. This complex is also characterized by a very high affinity constant, K = 10000 M -1 at 293 K. [10] A modified water-soluble cryptophane-111 also exhibits a remarkable xenon binding constant and an unusual downfield-shifted signal. [11] Even though numerous xenon@cryptophane complexes have been studied in the past, a prediction of the physical properties of the complexes (xenon chemical shift, in-out exchange dynamics, binding constant) remains difficult with these systems. Thus, to date it is difficult to establish a clear relationship between the chemical structure of the host molecule and the physical properties of the complexes. This is probably because these molecules show some flexibility. Thus, they can modify the conformation of their linkers to maximize their interaction with xenon. For instance, the ability of the cryptophane skeleton to adapt its conformation upon binding with xenon has been demonstrated by Pines and co-workers using SPINOE experiments. [12] They showed that cryptophane-A changes the conformation of its three O-CH2-CH2-O linkers upon encapsulation of xenon.
The study of new xenon@cryptophane derivatives is highly desired for a better understanding of the physical properties of these systems and specially to understand how structural modifications of the cryptophane scaffold can modify the physical properties of the complex. In this article, we report the study of xenon in interaction with several cryptophane-A congeners, whose structures are reported in Scheme 1. These molecules differ from cryptophane-A (1) by the number of methoxy substituents attached on the benzene rings or by the syn or anti arrangement of the three linkers connecting the two CTB units. For sake of simplicity the nomenclature of the new molecules used in this article refers to the number of methoxy substituents attached on the aromatic rings and the anti or syn arrangement of the linkers. For instance, cryptophanes 3a (2) and 3s (3) are molecules that possess only three methoxy substituents attached on the cryptophane scaffold. The subscripts a and s refer to the anti and syn arrangement of the three linkers, respectively. In other Articles these molecules have been called cryptophane-C and D (Collet's nomenclature), respectively. Similarly, compounds 4 and 5 that contain six methoxy on the same CTB unit, are noted in the text compounds 6a and 6s, respectively. Using the same nomenclature, compounds 6 and 7 are noted 9a and 9s, respectively, whereas compounds 8 and 9 that possess the highest degree of substitution with twelve methoxy substituents attached on the six aromatic rings are noted 12a and 12s, respectively. With the exception of compound 12s, these cryptophanes are chiral molecules. The chiroptical properties of these derivatives have been thoroughly described in a recent Article. [13] Cryptophane 12a has D3-symmetry and the chirality of this compound originates from the helical arrangement of the three linkers. Compound 12s has a plane of symmetry and is therefore achiral (C3h symmetry). Interestingly, it is noteworthy that the syn-stereoisomer of cryptophane-A has never been isolated. Thus, compound 12s is of high interest in this study. Molecules 6a -6s and 9a -9s possess a lower degree of substitution than compounds 12a and 12s, with six and nine methoxy groups, respectively (see Scheme 1) . The synthesis of new derivatives 6a and 6s is described for the first time in this Article. The introduction of additional methoxy groups on the cryptophane backbone and the syn or anti arrangement of the three O-CH2-CH2-O linkers are expected to modify the physical properties of the xenon@cryptophane complexes. For instance, the introduction of additional electron-donating substituents on the cryptophane scaffold should have an impact on the caged xenon chemical shift. [14] In addition, the anti or syn arrangement of the linkers should modify the in-out exchange dynamics of xenon. In this Article, we report both their 1 H NMR and their hyperpolarized 129 Xe NMR spectra. The spin-hyperpolarization technique is a powerful tool that allows a gain in sensitivity by a factor 10 4 -10 5 thus enabling to record 129 Xe NMR spectra in few seconds with excellent signal to noise ratio. We also report the 129 Xe-1 H dipolar crossrelaxation (SPINOE) spectra of these complexes. The results obtained with compounds 6a-s, 9a-s and 12a-s are then compared with those previously obtained with the Xe@1, Xe@3a and Xe@3s complexes. Our results shed light on the role of the substituents in the variation of the physical properties of these complexes. Thanks to 129 Xe-1 H SPINOE spectroscopy, we show that a conformational selection occurs upon encapsulation with xenon. Scheme 1. Chemical structures of the anti-cryptophanes 1, 2 (3a), 4 (6a), 6 (9a), 8 (12a) and the syn-diastereomers 3 (3s), 5 (6s), 7 (9s) and 9 (12s).
Results and Discussion
Synthesis and characterization of compounds 6-12: compounds 9a-s and 12a-s (Scheme 1) have been prepared according to a known procedure. 15 New derivatives 6a and 6s have been prepared using a similar strategy (see Scheme 2) . The known 10,15-dihydro-5H-Tribenzo[a,d,g]cyclononene-2,7,12-triol, 10 is allowed to react with 2H-Pyran, tetrahydro-2-[[4-(2-iodoethoxy)-3,5-dimethoxyphenyl] methoxy]-11 in the presence of cesium carbonate in DMF to give rise to the cryptophane precursor 12 in good yield (72 %). 15 The second ring closing reaction is then performed at 55°C in a mixture of formic acid and CHCl3. This gives rise to a crude product that contains compounds 6a and 6s in similar proportion. It is noteworthy that both compounds show very similar retention time on silica gel. Compound 6s is eluted first on silica gel and is isolated in 29% yield with high purity. The purification of the second diastereomer 6a is more difficult and requires additional purification steps as described in the experimental section. Compound 4 (6a) is obtained with the same yield (29%).
Compounds 6a and 6s have been fully characterized by 1 H, 13 C NMR spectroscopy and HRMS. 1 H NMR and 13 C NMR spectra of compound 6a and 6s are given in Supporting Information (Figures S1-S4 in the Supporting Information). X-Ray structures of compounds 6a and 6s: Single X-ray quality crystals have been obtained for both diastereomers 6a and 6s in a mixture of chloroform and ethanol. Their crystallographic data of are summarized in Supporting Information (Table S5 in the Supporting Information). Both compounds crystallize in a P21/n space group. For the two structures four molecules are present in the lattice. One CHCl3 molecule is present in the X-ray structure of 6a and another CHCl3 molecule is present outside the cavity ( Figure S6 in the Supporting Information). The refined structure of 6a also reveals residual electronic density within the cavity that could correspond to a statistical occupation of half the cryptophane molecules by a CHCl3 molecule. The refined structure of 6s shows two CHCl3 molecules located outside the cavity and another CHCl3 molecule present within the cavity of 6s ( Figure S7 in the Supporting Information). The refined X-ray structure of compound 6a shows that some disorder is present. Indeed, as often observed in X-ray structures of the cryptophane derivatives, the three linkers can adopt different conformations. While the trans-trans-trans (ttt) and the trans-trans-gauche conformations are present in the X-ray structure of 6a, the X-ray structure of 6s does not show any disorder and the three linkers have an all-trans (ttt) conformation. The non-helical structure of 6s (C3 symmetry) and the ttt conformation give rise to a large inner cavity, which has been estimated to be 147 Å 3 . By contrast the mean value calculated for the inner cavity of 6a is 91 Å 3 . For both compounds, the six methoxy groups show different orientations. Three methoxy groups are located in the plane of the bridges, whereas the three others are located out of the plane of the three benzene rings (cif files). This orientation is consistent with the X-ray structures of cryptophane-A (1) and compounds 9a, 9s, 12a, 12s previously reported by our group. [15, 17] For instance, the X-ray structure of the cryptophane-A derivative shows that the methoxy groups are in the plane of the benzene rings. In contrast, the introduction of additional methoxy substituents results in a change of orientation of these groups since they are located out of the plane of the benzene rings. A steric hindrance can explain this difference of orientation. xenon. In these experiments, xenon gas is added after degassing the organic solutions that contain the different cryptophane derivatives. From the one-scan hyperpolarized 129 Xe NMR spectra of the compounds 6a, 6s, 9a, 9s, 12a and 12s recorded in the same conditions ( Figure 2 ), it is worth noting that the xenon in-out exchange rate exhibits large variation depending on the nature of the cryptophane skeleton. A large peak at 225 ppm that corresponds to xenon free in 1,1,2,2-tetrachloroethane-d2 can be clearly identified in all cases. A second up-field shifted signal of weaker intensity is sometimes located, thus revealing directly the caged xenon environment. For the anti cryptophane 6a at sub-millimolar concentration, in our experimental conditions, a fast exchange situation is observed (or no xenon encapsulation). In contrast, for the compounds 9a and 12a a slow exchange is encountered at submillimolar concentration and under the same experimental conditions, and the caged xenon signal is shifted towards higher field when the number of OCH3 groups increases. Somewhat counter intuitively a broader line is observed for Xe@12a than for Xe@9a, indicating a faster xenon in-out exchange. On the other hand, compounds 6s, 9s and 12s do not show any signal corresponding to the complexes. However, it can be mentioned that the 129 Xe NMR spectrum of compound 6s shows a broadening of the free xenon signal suggesting that encapsulation of xenon occurs under not so fast exchange conditions. The xenon in-out exchange is likely to be slowed down by the six methoxy groups on one CTB unit. For compounds 9s and 12s, the free xenon exhibits sharp signals. Consequently, the ability of the xenon atom to enter the cavity of compounds 9s and 12s is questionable. If one considers that the xenon in-out exchange is strongly dependent upon the anti or syn arrangement of the three linkers (slow exchange at the NMR scale for the anti-cryptophanes, fast exchange for the syn-cryptophanes), the two exceptions are cryptophanes 6a and 6s. Cryptophane 6a reveals a behavior that is different from what is observed with cryptophane-A (1) and cryptophane 3a (figure S10 in the Supporting Information). For instance, it has been reported that complexation of xenon with 3a -whatever the xenon/cryptophane concentration ratio -occurs under a slow exchange regime. For cryptophane 6s, xenon exhibits an intermediate exchange. This can be compared to the behavior of diastereomer 3s that shows a fast exchange regime at 293 K but for which a signal characteristic of the complex is observed at lower temperature. [18] A common cryptophane scaffold constituted by only one highly methoxylated CTB seems to be responsible of this effect. One-scan 129 Xe NMR spectra of the samples of 6 (a and s), 9 (a and s), 12 (a and s). The subscripts a and s refer to anti and syn arrangement of the linkers. Spectra have been recorded at 11.74 T and 293 K. Each sample contained 0.3 +-0.03 mg of cryptophane (0.4 -0.5 mM) in 600 µL of 1,1,2,2-tetrachloroethane-d2 and ca. 10 mg of xenon (representing a concentration of ca. 100 mM).
1 H NMR spectra of the cryptophane derivatives: the difference observed with compounds 6a-s, 9a-s and 12a-s in the presence of xenon prompted us to examine more carefully their 1 H NMR spectra. We thus report in this Article the 1 H NMR spectra of compounds 6a-s, 9a-s and 12a-s under degassed solution and in the presence of xenon. We also report the 129 Xe-1 H cross-relaxation (SPINOE) experiments. [19] These experiments are very useful to establish whether xenon enters or not the cavities of compounds 6a-s, 9a-s and 12a-s since the 129 Xe-1 H cross-relaxation only occurs at very short distance. The lack of solvent peak (6.0 ppm) in the SPINOE spectra of compounds 6a-s, 9a-s and 12a-s is a good indicator that these experiments have been successfully performed. As an example, Fig. 3 displays the 1 H NMR spectra of cryptophanes 12a and 12s in degassed solution (Fig. 3a and 3b ) and after introduction of xenon into the solution (Fig 3c and 3d) . Fig. 3e and 3f display the 129 Xe NMR SPINOE spectra of compound 12a and 12s, respectively. Degassing the solution before introducing xenon is a mandatory step to avoid fast 129 Xe relaxation by paramagnetic molecular oxygen and to avoid possible competing binding with other dissolved gases. Interestingly, we notice that introduction of xenon into the solutions deeply modifies the 1 H NMR spectra: important changes occur for both the anti and syn cryptophanes. For instance, for the degassed solution of 12a, the aromatic part of the proton spectrum shows two signals with very different intensities. For the sample in the presence of xenon this region now reveals a unique peak that corresponds to the minor NMR signal observed in the case of the degassed solution. The axial protons Ha of the CTB units (4.2 ppm) are also strongly affected by the presence of xenon in solution. For instance, we can notice on Figure 3a that the Ha signals originally observed for the degassed solution have been replaced by another up-field shifted doublet. It is noteworthy that signals characteristic of the three linkers (dashed line) are also strongly affected by the presence or not of xenon inside the solution. Indeed, the two signals initially observed at 4.14 ppm and 3.94 ppm are replaced by an intense multiplet located at 3.99 ppm. The 129 Xe NMR SPINOE sub-spectrum of 12a reveals a simplified spectrum where only the protons that are in close proximity to xenon appear. Dealing with the aromatic protons, for 12a, no change is observable compared to the 1 H NMR spectrum of the solution with xenon. In contrast, the aliphatic part is strongly simplified (in particular as expected the axial proton signals of the CTB are strongly attenuated). Comparison of the 1 H NMR spectra for compounds 12a (left) and 12s (right). The samples were constituted by 0.3 mg of cryptophane 12a in 600 µL of 1,1,2,2-tetrachloroethane-d2 and 0.3 mg of cryptophane 12s in 600 µL of 1,1,2,2-tetrachloroethane-d2. From top to bottom, the green spectra were recorded with the degassed solution, the blue ones after introduction of xenon into solution, and the red ones correspond to the results of the SPINOE experiments obtained with the sequence of ref. [20] .
The changes observed between the 1 H spectra of the degassed solution, of the solution in the presence of xenon and of the SPINOE (Fig. 3a, 3b and 3c) suggest that the introduction of xenon into the solution has a strong impact on the conformation of the three linkers. A comparison between these spectra indicates that compound 12a has to change the conformation of the three linkers to accommodate the xenon atom. This effect can clearly be evidenced in the aliphatic region of the spectrum. For compound 12s, the spectral changes between the three spectra are even more important. The degassed solution of 12s exhibits a 1 H spectrum with numerous signals present in the aromatic and aliphatic regions. It reveals that compound 12s possesses at least three different conformations of the bridges in slow exchange regime. This is supported by the presence of three well-resolved signals in the aromatic part of the spectrum. The addition of xenon into the solution results in a simplification of the 1 H NMR spectrum and two NMR signals with close intensities are observed in the aromatic part. The aliphatic part of the 1 H NMR spectrum is also affected by the presence of xenon. However, this spectral region is not very informative due to the strong overlapping of the different signals present in that region. From the single 129 Xe NMR spectrum, there was no evidence of xenon encapsulation by cryptophane 12s. But the presence of xenon inside the cavity of 12s could be ascertained from its 129 Xe-1 H SPINOE spectrum, revealing some well-defined 1 H signals. For instance, the aromatic region reveals a single NMR peak, and a strong simplification in the aliphatic part of the spectrum is also clearly observed. Combined together these results show that compound 12s can easily adopt different conformations in solution depending on the experimental conditions. The presence of these conformations seems to be favored in the absence of guest inside the cavity of 12s. Upon addition of xenon, several conformations are still present in solution but only one conformation seems to be able to bind efficiently xenon. The 1 H NMR spectra of derivatives 9a-s and 6a-s (Figures. S8 and S9 in the Supporting Information) that possess two CTB units with a different degree of substitution, also result in important spectral changes upon addition of xenon. These compounds possess a lower symmetry (C3) than cryptophanes 12a (D3) or 12s (C3h). Their corresponding 1 H NMR spectra are therefore more complicated to interpret due to the presence of additional signals in the aromatic region of the 1 H NMR spectrum. The 1 H NMR spectrum of a degassed solution of 9a shows several signals of with different intensities in the aromatic region ( Figure S9a in the Supporting Information). Considering the molecular symmetry of 9a and the relative intensities of the signals, we expect three signals in the aromatic region. However five distinct peaks appear in this region, suggesting the presence of several conformations in a slow exchange regime. This is also supported by the presence of several doublets in the aliphatic region of the spectrum for protons Ha and He. As observed for compounds 12a and 12s, for 9a a simplification of the 1 H NMR spectrum is observed after introduction of xenon into the solution. For instance, the aromatic region of the Xe@9a complex is dominated by two intense signals (two protons of 9a resonate at the same frequency). Three other signals of much lower intensity are also present in this region and indicate the presence of another conformation in minor proportion. A simplification of the 1 H NMR spectrum of 9a in the aliphatic region is also observed ( Figure  S8b in the Supporting Information). The differences observed between these two spectra suggest that a strong rearrangement of the linkers takes place upon addition of xenon. The 129 Xe-1 H SPINOE of 9a shows a simplified spectrum with respect to that of the Xe@9a complex. Once again, this simplification is clearly visible in the aromatic part of the spectrum since only two intense signals are now visible. Spectral changes are also observed in the aliphatic part. As observed for its diastereomer, compound 9s also shows important spectral modifications upon addition of xenon into the solution. For instance, the 1 H NMR spectrum of the degassed solution of 9s ( Figure S8d in the Supporting Information) shows the presence of at least two major forms in ca. 1:2 ratio and an additional minor form. This situation where two forms dominate, is different from that obtained for 9a, and can be interpreted considering the syn arrangement of the linker. Upon addition of xenon, this ratio is reversed, revealing a clear induction effect of xenon. Interestingly, the 129 Xe-1 H SPINOE spectrum of 9s shows a simplified spectrum suggesting that a cryptophane with a unique conformation of the linkers can effectively accommodate xenon. Once again, as mentioned for compound 12s, the 129 Xe-1 H SPINOE technique is a valuable tool to discriminate between the different conformations that bind or not xenon. In the case of compound 9s it can be clearly established that a single conformation of the bridges can accommodate xenon in solution, even though several conformations in a slow exchange regime can be detected on the 1 H NMR spectrum of 9s. Among the different compounds studied in this Article, compound 6a and its diastereomer 6s have the lowest degree of substitution. The 1 H NMR spectrum of a degassed solution of 6a (figure S9a in the Supporting Information) is very simple; the presence of 4 aromatic signals is indicative of a single conformation. This is supported by the presence of only two sets of signals for the Ha and He protons. At first glance, this result may appear surprising considering that compounds with a higher degree of substitution showed several conformations in slow exchange. However, it can be interpreted considering the higher flexibility of compound 6a in which one of the two CTB unit is devoid of substituents. Upon addition of xenon, only slight modifications of the spectrum occur more specifically in the aliphatic region of the spectrum. The 129 Xe -1 H SPINOE subspectrum of 6a gives the same signals except the axial and equatorial methylene protons. Consequently, compound 6a exhibits in solution a single conformation of the linkers whatever the xenon concentration (from 10 mM to 100 mM, data not shown). This conformation is able to accommodate xenon, even though no specific 129 Xe NMR signal for the complex is detected at 293K. The absence of spectral changes between these three spectra could indicate that the cavity size is too large to be modified upon xenon encapsulation. With compound 6s a different situation occurs: the aromatic region of the 1 H spectrum for the degassed sample exhibits two sets of signals ( Figure. S9d in the Supporting Information). These two conformations are present in a similar proportion but the addition of xenon ( Figure S9e in the Supporting Information) modifies their relative proportion, and the SPINOE sub-spectrum indicates a unique conformation able to accommodate xenon ( Figure. S9f in the Supporting Information). The helical arrangement of the linkers of the anti-cryptophanes is expected to give them more flexibility upon binding of guest molecules than syn-cryptophanes. It is surprising to observe that compound 6s can modify its conformation to interact with xenon, whereas the 1 H NMR spectrum of its diastereomer 6a remains unchanged. The 129 Xe-1 H SPINOE spectrum of 6s (figure S9f in the Supporting Information) shows a simplification of the spectrum indicating that a single conformation can accommodate xenon.
The NMR experiments performed with compounds 3a-s, 6a-s, 9a-s and 12a-s lead to conclusions that may seem counter-intuitive. Indeed, the study of these compounds reveals that a correlation between the degree of substitution of the CTB units and the in-out exchange dynamics of xenon cannot be clearly established as initially expected. Similarly, a correlation between the arrangement syn or anti of the linkers and the exchange dynamics of xenon is not direct. Consequently, the in-out exchange dynamics of xenon with these derivatives cannot be explained solely on considerations based on the cavity size of the host molecules and the steric hindrance induced by the presence of the additional methoxy groups. Other factors must be involved to interpret these results. The presence of numerous conformational forms observed for the majority of these derivatives and the ability of these compounds to change the conformation of their linkers give us a clue. The 1 H NMR spectra of these compounds reveal that the linkers can adopt several conformations (trans or gauche) in solution. Importantly, these conformations are in a slow exchange regime. This is attested by the presence of distinct signals in the aromatic part of these compounds. On the other hand, the 129 Xe -1 H SPINOE spectra of compounds 6a-6s, 9a-9s and 12a-12s show a clear simplification with respect to their 1 H NMR spectra. Thus, these experiments demonstrate without exception that all the derivatives studied in this article bind xenon, even though a 129 Xe NMR signal characteristic of the complexes cannot be always detected. The 129 Xe -1 H SPINOE spectra also indicate that a single conformation, among those detected by 1 H NMR spectroscopy, can effectively accommodate xenon. The presence of different conformations of the linkers, even after adding xenon into the solution, seems to be a consequence of the presence of the additional methoxy groups grafted on the CTB units. These substituents rigidify the cryptophane scaffold and constrain the linkers to adopt different conformations. This assumption is supported by the study of the 1 H NMR spectra of 3a and 3s ( Figure S11 in the Supporting Information) that reveal a single conformation for the degassed and gassed samples. In the case of compounds 6s, 9a-9s and 12a-12s these different conformations are in a slow exchange regime. The anti derivatives 9a and 12a, thanks to the helical arrangement of their linkers are more flexible and they can more easily modify the conformation of their linkers to accommodate xenon. In contrast, the syn arrangement (compounds 6s, 9s and 12s) of the linkers seems detrimental and several conformations of the linkers are still present even after introducing xenon. Interestingly, these results show that cryptophane derivatives with similar linkers can exhibit very different physical properties in the presence of xenon. Changing the nature of the substituents attached on the cryptophane skeleton appears to be a simple way to change drastically the in-out exchange dynamics of xenon. However, the substituents effect on the exchange dynamics of xenon is difficult to predict. It is worth-mentioning that these considerations do not take into account interactions that could eventually take place between solvent molecules and the host molecules. Interactions are probably more important in the case of compounds 6a and 6s considering the larger apertures observed for these two compounds. Molecular dynamics calculations of the complexes using an explicit solvation model would be a valuable tool to interpret these data. Such theoretical approach appears is very challenging considering the large size of these molecules and the number of solvent molecules needed for the calculations.
Conclusions
We report a study of the Xe@6a-s, 9a-s and 12a-s complexes by 1 H NMR and 129 Xe NMR spectroscopy. These compounds differ from their congeners 1-3 by the number of methoxy substituents attached on the cryptophane-222 skeleton and the arrangement syn or anti of the linkers. We show that introduction of additional methoxy groups on the cryptophane backbone has a strong impact on the in-out exchange dynamics of xenon, whereas the lengths of the linkers are the same. Among this series, two cryptophanes have an unexpected behavior. Compound 6a is the only anti-cryptophane in which xenon is in fast exchange on the 129 Xe NMR spectrum, 6s is the only syncryptophane in which xenon displays an intermediate exchange regime, as evidenced by the broadening of the low-field signal. However for these two compounds we cannot exclude a contribution of the solvent molecules to explain these results. The introduction of methoxy substituents positioned from each side of the linker rigidifies the cryptophane-222 scaffold. Thus, in solution these compounds show several conformations of their bridges in slow exchange dynamics. This effect seems more pronounced with the syn derivatives, which are more rigid. Addition of xenon into the solution modifies the relative distribution of these conformations. The anti derivatives having a higher flexibility show a major conformation for the linkers after introduction of xenon. In contrast, the 1 H NMR spectra of the syn derivatives show several conformations in slow exchange even after introduction of xenon. The 129 Xe -1 H SPINOE spectra provide additional information and are valuable to distinguish the different conformations that effectively accommodate xenon that the other ones that do not. In our case, the 129 Xe -1 H SPINOE spectra reveal that only a single conformational present in solution can bind xenon.
Combined together these results demonstrate that cryptophane derivatives possessing identical linkers can possess very different properties towards xenon encapsulation. This effect can possibly be exploited for 129 Xe NMR-based biosensing application. It would be a way to tune the in-out exchange dynamics that play a key role for sensitive NMR detection, helped in that by recent solutions from the literature based on quantitative analysis of saturation-transfer experiments. [21] 
Experimental Section
Mass spectra (HRMS LSIMS) were performed by the Centre de Spectrométrie de Masse, University of Lyon, on a Thermo-Finnigan MAT 95XL spectrometer. 1 Unit-cell parameters a = 13.0929 ( 
